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The question whether antihistamine influence non-anaphylactic or non -atopic
skin reactions, i.e. delayed tuberculin type and eczamatous reactions, is still
controversial.
Judd and Henderson (3) produced a gradual conversion of positive Mantoux
tests into negative reactions by prolonged administration of large amounts of
antihistamines. Normal amounts of antihistamines given over short periods of
time (Kending et al (4), Lima and Rocha (6)) did not have any effect on the
tuberculin reaction. Intradermal injection of Pyribenzamine did not alter the
response to subsequent injections of tuberculin in Criep's (1) experience. Lich-
tensteinf (5) did not observe any effect of simultaneously injected antihis-
tamines on skin reactions of surface antigens and bacterial residues.
R. L. Mayer (7) demonstrated some effect of large amounts of antihistamines
in reducing sensitization of the contact dermatitis type. Frey (2), in his experi-
ments, could riot demonstrate any such effect from parenteral antihistamines.
Peck and coil. (10) reported only some minor effect of topical antihistamines in
regard to patch tests. Nilzen (9) reported an inhibitory influence upon the patch
test response when histamine antagonists were mixed with the test solutions.
However, this did not apply to certain agents, e.g., turpentine; in the case of
nickel the response was even enhanced, although the reactions to chromium were
markedly decreased. Nilzen suggests that other pharmacological properties of
the antihistamines might be responsible for this effect. Mayer (8) now believes
that the antidermatitic effect of Pyribenzamine is not due to the antihistaminic
activity, but rather to their antihyaluronidase effect.
The following study was undertaken to study the effect of antihirtamines on
skin tests with bacterial antigens other than tuberculin, and fungous antigens.
MATERIALS AND METHODS
The bacterial and fungous antigens. respectively, were mixed with the anti-
histamine and injected intradermally. The following antigens were used: strep-
tococcic immunogen (Parke-Davis), streptococcus hemolyticus vaccine, staphylo-
coccic toxiod (Parke-Davis), staphylococcic toxoid immunogen (Parke-Davis),
trichophytin 1:30, and oidiomycin 1:100.
The antihistamines studied were Benadryl, 10 mgm. per cc., and Histadyl, 20
mgm. per cc. Fairly large doses were used; 0.5 mgm. of Benadryl and 1 mgm. of
Histadyl.
As a rule 0.05 cc. of the antigen was mixed with 0.05 cc. of the antihistamine.
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Occasionally, in case of higher sensitivity, weaker dilutions of the antigen were
used; in some instances the ratio of antigen to antihistamine was 0.02 to 0.08;
however, the results did not differ.
RESULTS
The antihistaminic action of the Benadryl and Histadyl preparations used was
demonstrated by injecting these solutions simultaneously with histamine (0.1
mgm. base per cc.) in seven test persons. There was a marked effect on the flare,
TABLE 1
Influence of simultaneously injected antihistamines on the histamine reaction of the skin
(7 test persons)
BENADRYL PLUS HISTADYL PLUS
HISTAMINE HISTAMINE
Wheal Flare Wheal Flare
(mm.) (mm.) (mm.) (mm.)
7 0 8 0
14 33 11 34
10 16 9 20
but only a minor one—if any—on the wheal. There were no significant differences
between the efficacy of the 2 antihistamines tested. The results of these tests
are shown in Table 1.
The tests with bacterial and fungous antigens were checked after 15 min-
utes, and again after 24 and for 48 hours.
Immediate reactions
TABLE 2
Influence of simultaneously injected antihislamines on immediate reaction to staph ylococcic
toxoid and staphylococcic toxoid immunogen
CONTROL HISTAMYL BENADRYL
MATERIAL
Wheal
(mm.)
Flare
(nun.)
Wheal
(mm.)
Flare
(mm.)
Wheal
(mm.)
Flare
(mm.)
Staph. toxoid 9 Minimum 8 0 8 0 8 0
cases Maximum
Average
18
12.5
53
25
14
10
30
12
18
11.5
32
16
Staph. toxoid Minimum 5 0 8 0 6 0
immun. 7 cases Maximum
Average
21
14
50
26
12
10
31
13.5
15
9.5
24
11
As Table 2 indicates, the flare of the immediate reaction from staphylococcic
toxoid and toxoid-immunogen was markedly reduced by Benadryl and Hista-
t Staphylococeic immunogen alone was not available for our studies. Lichtenstein's (5)
negative results with this antigen indicate that the effect of the antihistamines on the
staphylococcic toxoid-immunogen mixture was due to the influence on the toxoid part.
CONTRUL
(HISTAMINE PLUS
DILUTING FLUID)
Minimum
Maximum 17
Average 13
Flare
(mm.)
25
61
44
aC
FIG. 1. (Case R. K.) Left—immediate reactions; right—24 hour reactions, a. Staph.
toxoid 0.02 cc. + diluting fluid 0.08 cc. b. Staph. toxoid 0.02 cc. + Benadrvl 0.08 cc. c. Staph
toxoid 0.02 cc. + Histadyl 0.08 cc.
0I
FIG. 2. (Case R. Y.) Left—immediate reactions; right—24 hour reactions. a. Staph.
toxoid 0.05 CC. + diluting fluid 0.05 cc. b. Staph. toxoid 0.05 cc. + Benadryl 0.05 cc. c. Staph.
toxoid 0.05 cc. + Histadyl 0.05 cc.
Shaded areas indicate wheals of immediate reactions and infiltrated parts of delayed
reactions, respectively. Plain areas indicate erythema.
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dyl, but not the wheal (see figures 1 and 2, left side). With the streptocoecic
antigens and trichophytin, no significant effect on the immediate reaction was
noted.
Delayed reactions
TABLE 3
Influence of simultaneously injected anlihistatnines on delayed bactecal and fun 53125
skirt reactions
Averages of 24 hour and 48 hour readings
MATERIAL CAIES* CONTROL IIISTADYL BENADRYL
mm. ioiii. mm.
Streptococcie immunogon (Parke-Davis) 3 17 14 20
Streptococcus hemolyticus vaccine 2 5 9 4
Staphylococcic toxoid (Parka-Davis) 8 31 26 32
Staphylococcie toxoid immunogen (Parka-Davis) 6 17 19 18
Trichophytin 1:30 7 24 17 20
Oidiomycim 1:100 2 19 21 27
* Not all cases were available for both the 24 and 48 hour readings.
As Table 3 indicates, there was no significant average difference in the size of
the delayed reactions when antihistamines were added. However, in one in-
stance there was an increase of the size of the delayed reaction at the sites treated
with antihistamines, corresponding to a diminished immediate reaction (see
figure 2). Repetition of this experiment with a 1 10 dilution of toxoid gave the
same result.
COMMENTS AND DISCUSSION
Simultaneously injected antihistamines did not influence the delayed reaction
to bacterial and fungous antigens. As rather considerable amounts of histamine
antagonists were used in these experiments the results indicate that histamine
does not play a role in the mechanism of these reactions.
The immediate whealing effects of bacterial and fungous antigens—with the
exception of staphyloeoeeie toxoid—like\vise were not influenced by the simul-
taneous injection of Histadyl and Benadryl. One must realize that our studies
dealt only with the normal, almost regularly observed immediate reactions, and
not with truly allergic responses with large wheals and pseudopods which are
seen only occasionally with these antigens.
The nature of the former, rather "normal" reaction is not known. It would not
appear to be a histamine effect.
However, the immediate reaction following staphyloeoeeie toxoid was mark-
edly reduced. This immediate reaction may be an antihistaminie effect, since it
was shown that the concentrations of Histadyl and Benadryl used had a marked
effect on the erythema of histamine injections. An antihyaluronidase effect must
also be considered. The staphyloeoeeie toxoid (Parke-Davis) evidenced meas-
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urable, though minimal, activity, whereas the streptococeic vaccine showed
no hyaluronidase activity.
It is noteworthy that in general the alteration of the immediate response to
staphylococcic toxoid did not have any effect on the delayed reaction with the
exception of one case (figure 2). This seems to he in contrast to Seeberg's (11)
studies who found that with increased absorption at the site of an intradermal
skin test the delayed reaction usually was less pronounced.
SUMMARY
Simultaneously injected antihistamines had no regular effect on the delayed
tuberculin type reaction to various bacterial and fungous antigens.
The immediate reaction of staphylococcic toxoid was markedly diminished;
but the immediate response to other bacterial and fungous antigens was not
influenced.
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